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(57) Abstract: A release control composition for oral administration which 
comprises: a physiologically active substance which is a compound repre- 
sented by the formula (I)-A (wherein n is an integer of 1 to 3; and Ar repre- 
sents an optionally substituted aromatic ring) or a salt of the compound; and 
a hydrophilic polymer. Also provided is a release control composition for 
oral administration comprising cores containing the physiologically active 
substance and a coating layer which comprises a polymer and with which 
each core is coated. 
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mmm 

^mm^^-t^u^ h c 17>20 vT-vmmwmtm7miiiifr^ZL*^T 

10 

T&3„ jfi^, Jg#© QOL (Quality Of Li fe) |Rj±^##«a^feSS»fcE*© 
15 *»£B#J<hbT, 1 B 1~2 @©tft#T3t«^*I^IHI»irr*«Ptft#^^ 

m<m&nz>o u^b&^k. i«t*^tn -otfjmc&wc, otfha 
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(MX\t, T^n^K C 17i20 UT-ifia^tJK^) ^ISTKtt^^e.^^ v h 

M,mi>rco $e>ic t^cwf c 17 . 20 ur- msMts^rrsfts, ph^# 

e>MBi^^ViT$ e^W^S^Mfefe^, ^BJ^r^T^^M-D^o 
10 T&fc>^ *$£W\Z> 



nftl^L3©It, Ar ^SmS^UTViTfeJcV^^S^fo 
[2] 3; : 



C 3 D 0^^^^©Bl^^*fr^^Sf§»«O^m (37<C) ##9 
0.1 mg/mLEU: v e«3> tfTG CD Sfett C2] B«©*mW»lftriS« ; 
C4] &T©»ffi#te&WT*:i£&#»£t-StfrfB CI] HB«0i&ffi*!IfflifflJ35 



CI] 5*: 
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i) B^mm^mmum<Dmim soo mL &mwza*mmj5m&Hm&f&2m 

5 2) B*SI^JKIi«tt»©^2»t 900 mL *ffl^feB*^l^»ttltt»felg2S 
(A*K;W£> A h*;l/©HP!gffc 50 rpnu 37*0 (C*3V^T, IftlftHtt 24 ttm&fc& 

(5) <l)5t: 



10 nttlttViU3©aaS[, ArKm&S&WbTV>TfeJ:V>3f#St&^r. ) 

20 i) B«aB5&jfti««©«itt9oo mL&m^f£B*mmjjmmuwimf&2m c 

2) B*m^JftSftiil©m2^900 mL£ffl^&B#^;&i§fflt*&&Sg2i£; ( 
A°H;i/fe> /*F;W©EM0R5O rpm, 37*0 iC&ViT, «lftW&24R3f|SJ«fc:i3**S 
25 ttfflW»fi^^6©fea^*R©»fflW40XK±T*« ; 
C7] (A) (!):£: 
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(CHJ 




2'n 



(D-A 



(B) (OtJl/n-X7tf-h7^U-h, t Fn^r^nHJ^fWD-x 

20 IB (2] eft®;fifctt}fNffll&j$4b ; 

CIO] ^7Kffii^^©# : #»^3m»%~^J95S»%Tfe^, MIS CI] * 

fete C9] Gtt®;ttffiffl«!&/$4b ; 

CI 1] mM+CDii5^^pHfe#M^fc«^jiMSi©7KJ§^tt&^-r, imb 

C2] IBttottffifflttttLJftMf ; 
25 CI 2] *M+©Jft5HFj^7K^»tt*fctt^i*tt*T?**\ Mia C2] IB«<E> 
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ci 3] tune m &tc\t C2] &M<Dtkmmmm.j&M^ $mmmmuam\z 



10 37^) &®oa mg/mm±x»&&±mis&mm*<£m-Fz>mm ci 5] mwwm. 



15 x»mzn&fc&whv<fe j t<Dmx$>z>mm ci6] iBmom^; 

20 2) B^M^^a©^2^900 mL^^feS*^^tHTO^2^ ( 

ci9] ^©^m^tm^*^^ ci 
25 C20) m<Dkmuwm.j&®&> ^mm^m^^f^m^, pHft^s^fcra 



5 mm.(Dnmmmm.^ 
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6 

C2 2D (1) (+)-6-(7-b Hn+->-6,7-^t FP-5H-tfPP [1,2-cD-f ^ % /- 

i/^— h^ck^^^u^n^u^— ^e»s«n*i»iS3— >^J, (6) 

y^^i/t;vp-x, ^;i/^^->^^;nr;wp-x^-hu^A, m^jvu— x 
, e^, D-?xh-jK hw\p-X, f+xh'j>, kHn^> 
20 :/Pfcf;i/-fe;VP-;^ t HD^i/^Dk;M^tji/o-xM^u tfx;nf 

^Uxfl/^'JnHk ^Dkl/>^U3-jK h>J7tf>M^x>t 

C 2 3 ] (A) (1) (+)-6-(7-t Hn^i/-6, 7-v?h H P-5H-tf P P [1, 2-c]-f ^ ^/ 
;j/-7--f ;V) -N- ;* ^;l/-2-^ 7^SHfel/<^ ©tft* <kt£(2) t: HD^ri/^D 

kf;i/-fe;vp-x, kKa^^uWfM^D-x, *^;Hz;i/P-x> # 
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f u*is7n tf;w-fe;vD-x^ zm\*nzm?k%mftT&^'?z>m&* (b) cd 
20 mm<Dmmmt&7K~rm'v&z>o 
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(I) -A 



(iMfrfc) $nfct>©, «ko**<w«i (*»iS3i) snfc%>©, ^.krmfflM 

15 CI] Ar ^fiS^fLT^Tfej;V^i ! bL<^Stt^fIi^ 

20 C 3D jS*. Ar ^ : 



<5£tK ml \t 1 4 <D^&, m2 \t 0 3 ©BHRSj^U Ra'cfeJ;^ 




WO 2004/082679 



PCT/JP2004/003488 



10 



15 



^ : 



(2) -A 




(3) -A 



C4] sC** Ar ift& : 




Ra 



Ra 



\ 



N— CO 




(1-D-A 



! 
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(2-0-A 



C 5 D iS*, Ar ^ : 




(1-D-A 



Ra 6 ^3<kt^ Ra 7 telWJ — tfc^M^oT, tK^M^ 

10 [6] AE^gBB^SEBOX^-^^^-T^^fb'g-tf, *5ctr/ 
C7] 3i#:i3«^Ri3«©X^->^T-T^§^'S'^o 

ml U 1 fc^b 4 <Z)»re&3/^\ 1 2 «U<, 1 J&*fiFi;bV>. 

15 m2 teO&^b 3 <D»n?&£/^ 0£fc«iaW£b<, »t0*«ff$l^ 

«4fciO&V>b4 0SBSrT?&£j&*» 0 1 jWS:b<, 0 j&*«F£b^. 

m6W:0&V>b 3 0£fctel7W£b<, #lC0jW£;b^o 

20 Ra 1 , Ra 2 , Ra 3 , Ra 4 &£t£ Ra 5 T^$n5IiS^f bTV^Tt) <fctr>;fcBfcS£ h 
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11 

Ra\ RaV Ra\ Ra 4 *«fcrX Ra 5 Tj*$n5B$&S£WbT^Tfc ckV^**— )Vt 

, T-fe^;v^> y n tf c,_ 4 y;i/#/-r;i/^t) ^Wfsns 

10 „ 

Ra'> Ra\ Ra 3 , Ra 4 &<£C£ Ra s T^£n3«mS£^b WTt> iH75 J t b 

x^y^y, yptr;i/y^y#© c w 7M;i/75/) , «7»75 
y (M> ^^V75/, ^xw^yf©^ c H 7;W75/) , c,_ 4 y 
15 M7-f^75y (M, 7tw^/> yntr^-^y^y^) mmtfzn 

Ra\ Ra 2 , Ra 3 , Ra 4 :fcJ;£K Ra^^^n^y^Vi: bT«, fc£;U£y;U#/-f 

;p (M. y-fe^;k :/ntf:tx;i^© c^y;!/^/^;!-) , 7j^jp 

x;i^x;i/ *^;i/x;i/*x;k x^;i/7Ji^x,M£<£> c,_ 4 y;Mr;i/7JV* 
20 x;w , 7D-r;v ($u ^>\A-r;k b;p^-r;K j-yh-vvm . mM^&m 

s^^I/^wn^e-ok ^x^ksuwt^e-f )vm<D : e;-£r£\Zi?-c l . l0 tjv^jv 

y-£7c«>Mv u yu-;v^;w^-r;K fct^iM^^i/^wt^e-Ok ^ 
25 >^i/*jPA^<;^(D^/-*fctt^-c 7 . 16 77;w*JW\^'f;^) > 

«^-c M0 y;i/4 i ;vx;i/^T ; &i';i/, fet^^i-H^rt'fJK >>:7x 
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12 

Ra\ Ra 2 > Ra\ Ra 4 £cfc£X Ra 5 TS^tl5AD^>i 7y$, H 
5 Ra\ Ra 2 , Ra 3 > Ra 4 &£0? Ra 5 T:^$n3 rBJ&g^LT^Tfe <£^#Mb7K5!t 

^^Mb7Km»«hbT«Mx.^ Mmffc i &v>b io ©m^src^^ 

:/Dtr;k -i*yyntf;K sec-^;k tert-^;i/^ 

15 ) ^W^b^o ^ rr;i^x;ki ^lt«, M7tfc£fcfx;k i-:7°d^x;k TU 
;k -f v^p^jk i-:/^x;w 2-^x;k 3-:/-xx;k -fv^r-;k 

fc£x5Px;K i-7ner;K :7°D/\°;!^;Mg© c 2 .,„ r )\>*~)\,mm\i *>nz> 
20 c,. 6 yjv^)V x^x;i/#) #W£b^„ 

M^^b7K^s<hbT«M^^ mmmi 3 i8 ©^^b7Km», a 

;k ->^n^;K v^o^>^;k y^n^^jvmco c 3 . 6 ^/7D7M;vf 
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13 

fomzfe, 7x~;k i-^-^^k 2-^-^^;k 2--<>x-;k 2-y>xu;M£ 

o 

, y^n^x t->;i/^->, y;v*;i/^, 7y;i/7$y, ^m^s^k t 

, 7)Vu**/. T->;V^~>, 7)V*)V?"*. T;i^;kX;i/*-;k ^y-^fc 

y;i^-;k*j;i/^~;k t;wk ->^a7MJk tu-;k 

yD7jf^-X ^h+X -XV^b*^. sec-^h^P^ ^>^;k^P>\ 

c wo 7)vn^mifimi znzo m V7i/)vtt*s\ turn 
M^fcr*;^;^^^, c,_ I0 7;^;w*;w?z:;i/^^r^ (mah r-trb^ 
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14 

)\,ttmimvf m ryjv&vxfrft-fri turn M^y^x;!/ 
#-;k x^;i/x;p*x;k yatf;i/x;i/^n;i/^o c,_ 10 ;v 
&i)mtf*>nz 0 m rr^r^yj turn m^^^w^^t^a v-tivv 

tfe>n^>o ft rqE/-£fck^-x;w^y^yj tutu ±3*©<s»t;w+;i/ 
7sy ^^{s^t;)/^;vt ^ j t mm<z> t> ©^j^ s ns. ■ & r ^ )V 
#x;ki tim M*.fc£j* h^>#;i/#x ;k r/n^ 
io v-#;w#x;k <vya#^i/*M^K ^h^^jH-j^c,„7Jl' 

;k i-^ntfx;i/*;i/#n;K 2-yn tfx;i/#;i^x;Mg<z) c 3 . 10 t;i^x;|/# 
is frtf—frm&mf e>tis. ft r^^nr;^;^ tttji mxu^^uzfu\± 
;k ->^d^;k ->^d^>^;k ^^o^\^r->;i/#© c ho s/^d7JW 
Wtf^n§. ft rru— ;ki ibtn ^a«7i-jk i-^-^^k 2-^- 
■c HI 7U-;p**«*Hf £>n&„ ft r^^nmsngj tutu m 

*#lft*mTO0M::3£*, fife ^ 61«nfc^fa If ^ 1 £fcte2 
20 ®> » * b < « 1 &lr> U 4 ffi-g-tf 1 b 3 SR^;5Sr#*«*SSai4?**#if &ns 
0 jM£«jfc:rau fc£;tfcf5Pxx;k t!U^;k :7U;vt?^x;k tfu==>>x;u 
, -f s^/u;k tf^yu;K ^tvujk -rv^^/ujk ^u-\/u;k -f 

25 Dtf;k -f V^Dtf;K sec-:/^;k tert-r/^K ^>^)im<D c,_ 10 

fc^Wfctf£$n£lBHfc*5V>T 1 &V>b 5 ^KtJl^b3 
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15 

7y3S, m.m. mm) > 7Kti> c M r;w3*^ ;*h*x 
5 ntf;w -fv^ptfjk -fvWK sec-:/^;k tert-^;K 

10 V>b 10 ffl©IiC^&*/«£n*3f#St (dCT^#^^nM^«^< 

-fb#**#*wr snso & rBtfe3&*^rbTViT j b«fcVi*®*j > « mmm^ 
Wbwct>£^r^/j > M rrs^ki , R rAoy^j :fcj;tfl& rat* 

m&mVX^Th£^mfc7kmm tVTte, ^n^n±M Ra\ Ra 2 , Ra 3 , Ra 4 
%>&.tf Ra 5 T?0iJ^ $ fife % (Difi&Vf £> tl£ o 
20 S(I)-A TS^nSMH I§MtT^t i bi<, ^ibTl«#in 
& (#l7Lte£, mmm, flKttttU #Wb**BttSt, U * 

WtitSttt BWWL hU7;Vtnfit, nA^BfcE, ^w>Bat, 
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zs, V?, 79s D-)W?VX. 7^h^ ttfcfchO fc*fUT, 

fum. ipmjs^) m&*zitfm& (2) 5 tt 

io m&tisxm o 

(I)-A tastfeSn*iifcfc«fc»3X'rn>f H C 17<M U T-if MFigtt&^f ©T, 

bji ©^m mw&j&m \z^ ts n& © 4> fcfi* s % <d£T% 

15 o 

;Wb> ^DAV-r;W^ fc!AcK;Wfc, x^v~;Wb, 7^u;Wb> X^~;Wb 
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. m («, mm, ant' not u>«> *tm> i^t, me. ynet> 
n-g>o 

5£(I)-A -cmZfr&4b&yo<DfcfrT~%, <h«9:btt(±)-7-(5-^ h^r->^>l/[b] 
^7 x >-2— f -6, 7-^ b h* n -5H- tf P P [1 , 2-c] -f 5 ^/-;v-7-:*-;k 
20 (±)-7-(5-7Jl/tD^>y[b]ft7i>-2-f;V)-M-^t KP-5H-tf D P 

[i , 2-c] -r ^ ^ V-;i/-7-^--;i/, (±) -7- (4'- 7 p [i , v- tf ^ x x;w -3— r ;w 

) -6, 7-S> b H P-5H- tf P P [1, 2-c] -f $ ^!/— ;W-7-^— (±) -7- (¥-7)V* P 

[l. i'-H7i-;w-m;v)-6, 7-5? t hp-sh-hp p [1, 2-c]< 5^/— ;i/-7-^- 

— ;K (±) -6- (7- b H P * 5^-6, -5H- tf P P [1, 2-c] -f S 

25 -f^-N-^W-t^^^H, (±)-N-; f s9W?U\Z)V-%-Q-\l HP^->-6,7- 
>*b FP-SH-tfPPCl^-c]^ $?V-)V-1-' ()V)-2-j-7?5. b\ (±)-N-X^ 
;l/-6-(7-fc Hn+->-6,7-S?t h*P-5H-tfPP[l,2-c]<a^y-;i/-7-- f;W-2- 
t7^5H, (±) -N- -> ^ P ^^;V-6- (7- kFo^ ^-6, 7- b H P -5H- tf P P 
[1,2-cM r;W-2-^-7^5 (±)-6-(7-tHD^>'-6 > 7-^t 
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F D -5H- tf P O [1 , 2-c] -f ^ yV—fr-l-^ M -N--T V 7°P \d)V-2-i- 7 7 5. F\ 
(±)-6-(7-t FP^-6,7—7fc: FP-5H-t!Pa [l,2-c]-f ^^V-;i/-7— r;P)- 
2-^775 F, (+)-7-(5-* h^^> s /[b]^7x>-2-<;W-6,7-i;t FP- 

5H- tr u n ci , 2-c] -< s ^\/— ;i/-7-a-— ;k (+) -7- (5- 7 u ^ y 7 [b] ^ 7 

5 x>-2— f;i/)-6,7-^b HD-5H-tfPn[l,2-c]-f ^y\/-;V-7-^--;K (+)-7- 

(4'-^;i/^-p [1, i'-tf7x~;W-3-< ;i/)-6, 7-7k F P-5H-tf p p [1, 2-c] -r ^ y 
7-;i-7-3— ;k (+) -7- (4'- 7 p [1 , r- tf ^ x n;i/] -4--r ;i0 -6, 7-7 fc F 

P-5H-t!P P [1, 2-cW ^ ^J-)V-l--*-)V, (+)-6-(7-fc F P 3^7-6, 7-7 1: F 
P-5H-t?PP[l,2-cK )V)-^-^)V-l-i-7^^ F\ (+)-N-7 

10 7 p 7° VI tf ;i/-6-(7-fc Fn + '>-6, 7-7 fc: F P-5H- tf P P [1, 2-c] 5. 7V-;i/- 
7--()V)-Z-j-7?=i h\ (+)-N-X5P;W6-(7-t: 7-5? t FP-5H-tf P 

p [i, 2-c] -r^^/-;i/-7-<;i/) -2-^-7 h\ (+)-N-77P7^;w6-(7-k f 
p^->-6, 7-7 1: f P-5H-tf p p [1, 2-c] -r 5 #v—)v-i-' r ;w -2-^-7 7 ^ f> 
(+)-6-(7-t: h*n^>6,7-^t Fp-5H-tfpp[i,2-c]-r 5^v-;i/-7— r;w-N- 

15 -Y7 7P £^-2-^7 7^ F\ (+)-6-(7-h FP^rS/-6,7-^tl FP-5H-tf PP 

[i,2-cWi=77-;i/-7-'i';i')-2-:?-775. F\ (-)-7-(5-* F^7^77[b]^;t 
7 x 7-2— f ;W -6, 7-7 t F P-5H- tf P P [1 , 2-c] -f a TV— ;i/-7-3--;k (-) - 
7- (5- 7 D^>>;[b]^7i 7-2--f ; V) -6, 7-7 1 F P-5H- tf P P [1 , 2-c] -f 
a ^y-;i/-7-^--;K (-)-7-(4'-7;V^-P [l, r-h'7x^JW-3--f ;l/)-6, 7-i?h 
20 FP-5H-tfPPCl,2-c]-f^^/-;i/-7-^-;K (-)-7-(4'-7;i/:*P [1, l'-tf 7 
i^W-H;i/)-6,7-^k FP-5H-tfPP[l,2-c]< 5^/— ;i/-7-^-— ;k (-)- 
6- (7- 1 F P * 7-6, 7-7 k F P -5H- tr P P [1 , 2-c] -f 5 TV— )V-1-' ( )V) g=> 
;V-2-^~77^ b\ (-)-N-77p7p t?;i/-6-(7-h FP=^7-6,7-7t FP-5H-tf 

p p [i , 2-c] -f a TV— ;i/-7— r ;W -2-?- 775 h\ (-) -n-x^;v-6- (7- 1 F p ^ 

25 >--6,7-7fcFP-5H-t!PPCl,2-c]-r5^7-;V-7— r;i/)-2-^"77S F> (-)- 
N- 7 7 P 7^-6- (7- 1 F P * -7-6, 7—7 1: F P -5H- M P P [1 , 2-c] -f ^ 7*7- 
;l/-7-^;P)-2-^-775 F, (-)-6-(7-t FP*7-6,7-7fc FP-5H-fc!PP [1, 2- 
c]-r^7*7-;W7— f;W-N-f V7Plf;i/-2-^-77^ F\ (-)-6-(7-t FP*7- 
6,7-7t FP-5H-t!PP [1, 2-cM ^ 7*7-;W7--r ;i/)-2-?-77 ^ F^if^W^ 
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• bv*. mz, (+)-6-(7-k Hp+'>-6,7-S?k Ha-5H-t!nD[i,2-c]-rs^/— 

;p-7--r ; w -N- ;* g\>p-2-?- 7 ^ 5. F ifiHf £ b v> . 
^(i)-a 02/40484 nn>yvvv 

Ti^VvK^tt^^%^T^D, 37 < C(c43tt^>> B*IH^Jii« 

tt»©»lttfc»-r**«lft (OT, r»#flE 0^1 37^) J il8§fB-r^ 

J&**?J 0. 1 mg/mL £Ut, $P£ b < 1 mg/mL R_L, <k t) $F£ b < « 
^5 mg/mL ^±<Z)fe©T^-§>„ 

15 R&Tfcteift^H^tt&fck M*tonS*%7K**t©*i& (SllJti&S : 20t:) t 
bT> $f£b<fc£l mPa-sEUr, «fc Vifr £ b < H 4 mPa-s £U:T2&S. #5693© 

20 JSTKttift^O^WtbTtt, HPC-SSL (S5ffl«, B##3i ($0 S) (20 
"Cfc&ltS 2 «»%7KM©^ : 2.0~2.9mPa-s) , HPC-SL GSift£, B## 
£ OHO «) (20*C^*JtS 2 S«^7K»*©*!ifle : 3.0-5. 9mPa-s) > HPC-L ( 

m&&. u*wm m) w mxxz&vtz 2 m«x**«e©«ifg : 6.0- 

10.0mPa-s) , HPC-M <Bi,ffl«» B#WjS (HO St) (20lCfc^« 2 MXtK» 
25 *£©$iS : 150~400mPa-s) > HPC-H (MRfc* B^WM («0 ») (20*0^*^ 
& 2 a*56*»«t©3Kift : 1000~4000mPa-s) k H u3ris*7u tf;P-fe;VD 

TC-5E (jtt£«, fflWWb^X* (#0 ») (20 < Cfc43tt5 2 mSXTKtfttOftft 
3mPa-s) , TC-5EW «@fl^Xit (ft) ®D (20t:(C*3tt^ 2 « 
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*«7K»*CDtta? : ffi 3mPa-s) , SB-4 m&%. mmit^HM (#) W (20 
VlZ&tfZ 2 fia%7jc»?ft©«i^ : *& 4mPa-s) , TC-5MW (ffifig, m&fc&Jl 
m (80 St) (2QXl\Z&rtZ> 2 H%7MtmnHi& : m 4.5mPa-s) TC-5R (MA 

mmfc^nm <m $t) aot^^^ 2 mm%7mmo^m : m 6mPa-s 
5 ) , tc-5rw (ma&* mmih^nm owo st) (2ot:fc**t* 2 

6mPa-s) , TC-5S (ffiA«, fl@ft;fll <«c) St) (2<TCfc*5l*3 .2 
fiS%*»»©*!i* : 15mPa-s) , ;* hO-X 60SH-50 Gg,@,£, ffiSfb^X 
m OHO SI) (20 < Cfd43ttS 2 Mfi%*»*©*!ift : *9 50mPa-s) , ;* hO-X 
65SH-50 (FSfp^S, fflttft^Xit OWO St) (20'Cfc*WS 2 Sa*7K»»?©«i 
10 ^:^50mPa-s) , ^ h □ — X 90SH-100 <MA£* mmfc&xm (80 St) (20 
t CKUi3tt£ 2 fi*3S*JS?ft©#fift : 3§ 100mPa-s) , * hO— X 65SH-400 (j^S 

mmit^nm <m m awc\z&nz> 2 mm%jmm<D%&m : &j 4oomPa- 

s) , ^hn-X 90SH-400 (iS,S£, {fj^fb^Xft (W) St) 2 
aa56**«e©*5ft : *9 400mPa-s) , ;* h O— X 65SH-1500 (ifcfi** «j6&fb9* 
15 XH (80 St) 2 lSX*»*OttaE : £U 1500mPa-s) , ^ hn 

— X60SH-4000 Offish fsil£4b^XtSi (He) St) (20*Cfc^tt* 2S*%*» 
?R©ttflP:*Sl 4000mPa-s) , j*hn— X 65SH-4000 ($!,&£, fs^b^XIII ($5 
) St) ^O'CKl&ttS 2 mm%7m&<Dffim. : m 4000mPa-s) > ;*hD — X 

90SH-4000 m&%. mm^jim cm st) mv,\z.&nz 2 mmximmo 

20 ttflE : #5 4000mPa-s) , ;* h n— X 90SH-30000 (MA&. fgjl&fb^XMI (80 St 
) (20*0 2 aa^7KJS«t©ttag : #5 30000mPa-s) UE<D\iYu^y^ 

*hO-XSM15 GSffi^ «flt (f) St) (Sift : m 15mPa-s> 2 Jt* 

201c) , ^ha-x SM25 (m&£s mmit^xm (80 m (2o*c 

25 2 liXTKjjfiftOttS : 3$ 25mPa-s) , ;* ho— X SMI 00 (j#,ft£, m 

i^^Ii (80 St) (20*0 fc*W* 2 aa%7K»«t©3fi!ift : 100mPa-s) , 

^hn-xsM4oo m&£s mmt^nm cm st) ^ot^sst** 2fia%>*c 

: *SI 400mPa-s) » ^ ho— X SMI 500 (MA&* iift^ll (80 
St) (20'C&;r:fett£ 2 fia%7K»«EO*!ift : *9 1500mPa-s) , ^ hO-XSM4000 
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t 

4000mPa-s) , ;*bn-XSM8000 mMfc^HM (80 M) ttOWZte 

w-s 2 mm%7^mm<D , mm sooomPa-s) tza&t^ii-tjiu-T, ; 

WSR N-12K (m&&. =L~-*>X-/U FftSS) tfO'Cfc&ttS 2 MS%tK^ 
5 CDffig : 400~800mPa-s) , WSR N-60K ^-^^-A-f F*h«) (20 

X:\Z&ttZ> 2mm%^mU<D^m : 2000~4000mPa-s) , WSR 301 ($&&£, 
rt>#-A*-r FftSS) (25*0^^^^) 1 mm%7kmm.<DBm : 1500~4500mPa-s 
) , WSR Coagulant a.-t>*-/KFt® m'CK&WS 1 fiS 

%7K^©*fiS : 4500~7500mPa-s) WSR 303 a-t>*-AV Ft 

10 U) (2SX:\z3$tt& 1 S*%7fciM<£>fi^ : 7500—lOOOOmPa-s) , WSR 308 (M 

,a£, oL-*>jj—;w (25t:fc*5^^ 1 mmxymmo^m 10000 

~15000mPa-s) ^WJxfl/>t^>H; 

it>n-XF-150MC (i^fi^ B^MtfiSS) (25^^^^ 1 MS%7K^© 
: 1200~1800mPa-s) , 1*>D-X F-300MC (MSh&. B^MftfcSSD (25 
15 IClC^tt^ 1 Sft%7K^©^ : 2500~3000mPa-s) , ^>U— X F-1000MC ( 
B^MftfcSD (25^^*5^^) 1 M*%tK^CD^ : 8000-1 2000mPa 

•s) ^<Ho*;^^5>^^;p-fe;i/n-x^-hU^A ; 

LH-n mm^nm oho m> , lh-21 (m&&. mm&-xm <m 
m> s lh-3i m&&* mm^nm <«o m , LH-22 oss^ mm^nm 
20 (tfc) g?) . lh-32 m&&, mmit^nm oho m . LH-20 m&&. mmit 
^nm (W) so , lh-30 (^^^> mm^nm cm m> fsLzoi&wmmt 

25 #J<D*#£&£KJ;oTM&£;^\ M*-fc£ 1-90 fi»> $f^b<«5~85«» 
, ckO#Sb<telO~80M»;T&£o 

S££iJcD*it£, ^7K'f4iSl^©«m^^^ e fcoT^§^ $IA.fe£3~95* 
0*b<«5~95«*^ £D#£b<te5~90aSre&3o 
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siH* ph phi~3) te*it*fea«tt4ini©BPi^»a*«#PW*n, & 
5 pH5~8) iz&^T&mm&mwommmmmmmzn&o 

i) h^^^^^i^ 900 mL &mw£B*mm-%mmuWi&&2m 

A°H;i/©IUfe^C 50rpnu 37*0 fc&V^T, ftURPItt 15 $M&fc&fr 
10 2) BMJ9^fJtt4EttK0^2lK 900 mL &/BV>&B#SSJ^:friSffittl&^ 2& 

(a-f;^ a°f;kdihi^ sorpm, zir:) \z&^x. mkmt& 24 mmmz& 
xttM mm. ^-xbvt^te£<Dmnn^izmisrc&M<DMW&£K)nz>o 

m&&&x*i&w&, $&m&ffiftmz&^xmm<Djjmzm'DTft?z\£tfX'%z> 

z.z\x mm<¥mzw&znz>&m tvxfe, mmmuhhxmm^ 

25 ■mm&m^&z.tL-bx^&o 

n&M<Dftmum£i>x\z, %m, mm. d-t>~i — m D-v;nfh-;K 
^y-zfy, ait^yjy, r^xh'Jx ^-fe;i/o-x, {&emg£fc Ku^> 
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, ;*^;Ms;i/P-;^ ^I/^^^Hz^p— #;i/#.^pWHr;i/P— 

:/P M )V±)VU —7s fc ZOfim? £> nz> o 



20 3 4 -^cfecktX 5 ^ ^fflWfe 1 #&<J:tf 2 ^^©Jtfflfi*) , 7.K 

25 iiBOD^tBMPm^T^SbVife©^ (!):£: 




(D-A 
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it^@KiibT> ph mmffl^<Dmcommm®M&mi)nvx*b<k^o ph hi 
, u>^», -?a>i, n/\^m> vwr>m. rx/i7^>^ ^ 

/ 7f7 'J >t -k U >^ i^Mffittii, #'Jxfl/>^ij3-;i/ 4000 
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4>#ux5 : i/>^U3-;v 6000 ^t'o^uxf u>yu 

o 

^©^^^HtcioTM^?.^ i~5o mm%, $?*b<.« 5-40 

5/^X^-rM3t^tlfCfe©*^ffiT#, tfc^&teffi 100Mm~^J 

1 , 500 m m T & £ t> £>#W * b ^ 0 

senate) u ^ t ta d ^ t 

> kh, y->> -f:** 

20 \zj#Lx&±\zmn& J 3-? mzx^u-i h c 17>20 ur— 

, It, #51 0.001 &^L3$ 500mg/kg $?£b<te> ft) 0.01 &V*b$J 

40mg/kg#:a, b<teU j& 0. 1 &V>M8 20mgAg#fiT&5. 
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10 M//-;K ^rXh'J/X Wh'J'>X 7D^'>7xX ^Ma*^? 

, lilJtl/'JX WK^-fel^U>» SKiJa-7*DVU>^) > LH-RH 
15 T>^rfXXh WfL\t* fl—UV&X. thDl/U7X, TA*l/U^X^) ] 

;k Tw*—vm&m MZ&s Wky-r HPl/— ;k mhny-;k 1/ 
(w*.fck p;i/^y-;K ^*+m^\/>x ^i/Hxynx ^&*&v> 

t>> fitzi^xfx a h:/ax] — ;k ^;1/^t^>> ^#;wt5?>, ^x 
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-?=7?-y. y7y7fX Stfv/^X ^^y^5 L >^ ^ttU^^^>> T 
15 o 

v-r->>, i^^nY-fi/x ^mF^v;i/tfi/>, ^ 

^T^^^t'v'X mm.TdJJV^yy. i&mxtf;nf;», ^M-#;t^/x^ 
20 5X7V^i/X if^n^-Tv-^, #;v?v:7^u>, =-h^>, S»7;v 

|Sk'>777,7 i X j£ft*>^'JXf>, J8fflfefcf>5 s >'>\ T--j^>h\ W U 

, u>*h*-», bcg vif^-y. 3U^fU!>^U^, wuy-;i/ 
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mmm?} turn mfa<D%M&^irz®w^&m£a<D&5tiiib<D°vh& 

<, Mft, frf-Aifi 20,000 g^£©tt^fc«k9<ft*fln? 

fejB#3B3i£ftSH^J&*#tf S*U :£#WK:fcJu (l)EGF (epidermal growth 
5 factor) Sfctt*ni:*lRWfcW--©flftt* 3 rr*«K EGF, s\UtfV> ( 

her2 u#>f) , (2) ^>iszLV>&rc\$*n£mnm\zm--(Dm&&& 

~$%>®% C#l, -O^a-U^, IGF (insulin-like growth factor)-l, IGF-2 4$ 
] , (3) FGF(fibroblast growth factor) £fcfci-€-n£^RWfc:l^— ©JEffiS^ 
■t" ^ttFGF, ^St£FGF, KGF(keratinocyte growth factor), FGF- 

10 10 ^0 , (4) -e©tfii©i!fflJ8frtifliH^ C0II, CSF (colony stimulating factor), 
EPO(erythropoietin) , IL-2 (inter leukin-2) , NGF (nerve growth factor) , 
PDGF (platelet-derived growth factor), TGF/3 (transforming growth factor 
j3) , HGF(hepatocyte growth factor) , VEGF (vascular endothelial growth 

factor) m mmtfzn&o 

$#T*n&V>J&>fc£*>©T&oTfc«J:<, *##JfCte, EGF HER2 ('S 

l^U>£##) , -f>">aU>jMF*, IGF &mfc, FGF FGF 

20 Z> EGF A— HBR2 St^©«aiia«IJilH-?* 

«k £PE- © ir£#:, -iVv*r (EGF ^##:^D-»^-iflfl^) 
, GW2016 (EGF g##/HBR2 if^HS) , W098-03505A A>71/ 

y h43££* W001-77107A n>7Vy MBfc©^'^ (HER2 ^nv>^r^— ifffll 

t9IB©^J©ffi^, L-7^A7^ — if, 7t^7hX Itm7 p n^;l/A^> 
, -/n b-#)V7>( U > • rn AMI/ h$gl£, zK^^ h^V^ U > • ^ h U 
h#f*V*^-if I'lfi§2£ (M, -f'J/r*X h^#>^) , h*JWV*7 
-if II (fclAfcT, y^VW>^) , $HbSf#£!l (#1, 1/^y-TF, tf 
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LHRH ^#:T=fnX h (MAfc£ ft^t^'JX I»^-feUU>, l«Ua 
5 -^Pl/'J>f) LHRH §^7^^Xh tf-l/U^* 

wmn<too& J **\z* mm±m v> znx^2>mm*&m£isxmMM$i?2> - 

, o.oi—ioo aftffifflv^n«J;^. 

%ikmmmmx^m^xfsi^mu^mnmmmm.mm oar, rwmvmnm 
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^\t^m^tc.mm ! &x & o , mm® & o umm.^mr^ti u & (ph5~8) . 

10 ^yh L100-55, L30D-55, L100, S100, FS (M&t^t. d — A • 77 — "^%t) ) 

tt, HPC-SSL B*WM OHO ft) (20*CK:43#5 2 £*%*#tt®*ti 

15 ft : 2.0-2. 9mPa-s) , HPC-SL OSS^ B#W5i («c) ft) WCK&tt^ 2 
Sa«**?ft©ttft : 3.0~5.9mPa-s) , HPC-L GSift£» S*WB ($0 ft) ( 
20 t C£:fett£ 2 fiS%7Ri§ii£<E>*fift : 6.0—10. 0mPa-s) > HPC-M 
#31 ($0 ft) (20"CK::fcttS 2 fia«7K*St©*5ft : 150~400mPa-s) , HPC-H 

(80 ft) (20t:iC*W-« 2 aa%7K#*E©*!ift : 1000- 
20 4000mPa-s) 1zE<D\i HD^>7°n Td)Vte)VU — 7. (HPC) ; 

TC-5E iHft^Ii (#0 ft) (20<Cfc£tt£ 2 a«%7KJSSF«t©*!ift 

: «9 3mPa-s) , TC-5EW fit&fl^XiS OHO ft) (20 < Cfc*3tt§ 2 a 

m%7itmwL<D%&m : m 3mPa-s) , sb-4 mm<£&xm m) ft) (20 

"CKl&tt^ 2 aa^3jc»«tO*!ift : *9 4mPa-s) , TC-5MW ffi^b^X 
25 H ($0 ft) (20 t CIC^tt-5 2 «a^7K^<Z)*!Sft : m 4.5mPa-s) TC-5R 

MMit^xm (.m ft) (20"c^*^s 2 mm%*mm<Difo& •. m 6mp a -s 
) > tc-5rw m&%* mmit^nm om ft) wx;\z&nz 2fii«*»«© 

^ft:^ 6mPa-s) , TC-5S (iSffl*, flMMM*X3i ($0 ft) (20t;K:*5tt5 2 
Sa%*»«©#6ft : *9"15mPa-s) , ^hD— X 60SH-50 (MSh^ ftjffi-ffc^X 
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m (ft) «) (20*0^^3^^ 2 mm%7kfeM<Dffig. : $J 50mPa-s) , ;* ha— x 
65SH-50 GSA*, m@<b^X^ (ft) SS) (201CK:*W-* 2 S***»J£©«i 
S:^50mPa-s) , ;* h D-X 90SH-100 GSA£, mMfc#Xit (ft) St) (20 
TCfcfcfrS 2 Sft%zfcjS?£<Z»ft!ift : $J 100mPa-s) > ;* ho— X 65SH-400' (A A 

5 flifbf 11 (ft) S) X20t:iC^I*S 2 : #9 400iPa- 

s) , *hD-X 90SH-400 (ffiA«, Ififtfli (ft) §3) (20rK:fctt£ 2 
a»%7K^05*5S : ^j400mPa-s) , ;* h O— X 65SH-1500 (f&A£, fgfcfrfb^ 
XMS (ft) SI) tttrCfc^mtS 2 : 15 1500mPa-s) , * ho 

-X60SH-4000 GftA«« «M^Xfi (ft) «) ttO'Ctefctf* 2 

10 ^©f6S:*5 4000mPa-s) , *hD— X 65SH-4000 (?SA£, m&it&XM (ft 
) m mV,\Z.£>tf%> 2 mm%ykmm<DffiB. : 4000mPa-s) , *hd— X 
90SH-4000 (i£A£, «H^XH (ft) SI) (20*CC*W-« 2 S»%7jc^© 
JfiSSE : 3Kj4000nPa-s) > ;* ho— X 90SH-30000 (j^A£> if^b^XH (ft) SI 
) (20*0^*5^^ 2 S*%7K^<£>$5S : 3$ 30000mPa-s) fet*©hHn^ 

15 otf;i/*?MHr;i/a— x ; 

^ hD-X SM15 GaSftS, fltttflS^X* (ft) St) GNi& : m 15mPa-s, 2 Sft 

%7kmm, 2o*c) , ^ho-x sm25 (i&a«, niftfii (ft) st> ao'cic 

43tt£ 2 a*»*JS?ftOtt^ : $1 25mPa-s) , ^ ho— X SM100 (r§iA£> fSM 
{b^Il (ft) Sit) 2 SfiS6*jS«t©tt* : *9 100mPa-s) , ;* 

20 ho-xsM4oo <m&%. mmit^nm (ft) so wo^^tf* 2**%** 

. M0DJteS:l5 400mPa-s) , *hO— X SM1500 (igq D q£, {fM^Xft (ft) SI 
) (20*C^ttS 2ii%7R»iteI : ft 1500mPa-s) , *hO — XSM4000 ( 

m&&. mmik^nm (ft) si) ao'cfc&w-s 2 s** #<j 

4000mPa-s) , *ho-X SM8000 (ft A3, MM^XfSi (ft) SI) ttOTCfc* 
25 tt£ 2 Sa%7jc^©*6S : ft 8000mPa-s) UE<D ^)V^z)VU— X ; 

WSR N-12K 08jA£, o.-^->*-;t-f FftSI) (20t:fc^W-« 2 «*%7KM 
©ttflE : 400~800mPa-s) , WSR N-60K 0SA£* o.~^->^j— FSfcSl) (20 
■Cte^WS 2 M%7Ri#?&£>*fiK : 2000~4000mPa-s) , WSR 301 (i&A^ 
t>*-;H HftS) .(25 , CIC*W-* 1 fiftX*JSSat©*5ft : 1500~4500mPa-s 
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) , WSR Coagulant (j«A£« 3.-t>*-m (251Cfc:m** 1 fi* 

X*»SK©tt* : 4500~7500mPa-s) , WSR 303 ;W 
$}) (25<Ck:43tt3 1 fi*K#igflK©*&£ : 7500~10000mPa-s) , WSR 308 
A*, rL-^>^-AM FftI) (25 , C^*3^^ 1 fi*%*»»t©*!ift : 10000 

5 ~15000mPa-s) ftgo^Ux^l/^t+^H ; 

it>D-XF-150MC (ftA«, B 1 
¥6^ : 1200~1800mPa-s) , X F-300MC G3A£* B^SMKthSI) (25 

■CtCfett^ 1 fi*%7KM<D^ : 2500~3000mPa-s) , ^>U—X F-1000MC ( 
i£A£> B*IHB4fcll) (25 , C^43tt§ 1 a*%7jcTOO)te* : 8000~12000mPa 

10 -s) 3^^©*;i/#^^^;Hr;Vn— x^-hU»>A ; 

LH-n (ISA*, flwwb^xssi owo »> > lh-21 mmz&xm <#) 

m , LH-31 («A«, «ttfb*Itl OK) ft) , LH-22 (iSA£> «#fM*X* 
(44c) Jft) , LH-32 (ffiA«. fti^^If Oft) S) , LH-20 GSA£» mSS-fb 
^XH <«0 m) > LH-30 G&A&, fsiig^Xit <#) Si) 

fi»KzKi8ift©*fif£fcV>b 25t3Ki:feW-£ 1 MaX^iBFttOttflE* 1 lOmPa-s 

20 At^SnS. zKWtt*fctt*»*tt©J*^t», 37*CK: $3 

0.1 mg/mL ^OfeOSVi^. 0H*.fc& *^t9AD9, ttflsfc V>-$U 
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U H) > M^-^-f ^7^7 h RS, RL (^Sr^> a— A • 7 > 
) T&£o 

15 M<DM\Z, ?3L>m7±3 L )VhV7^)V. ^x>t7t^b'jxm fc^> 
25 (A°F;W£) m^feUmmm mL £J^T/\° F;]/©!!!^ 5.0 rpm 

T^;fcbfc»^<z>tt»&8$& 30 ^m^43tt§«#f^e>©^wm^^ 8om± 

fcM5fc:ftSiW£900 bL &ffltvr/1 K;P©0|gS!c 75 rpm <B&#T?^J6bfc*'&01tt 
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^K£i&i±rr3t><zx mm w (Dmt\zjt^vx^.mmamm^nmt^ho, 
m-?&%(D, mm^^\^Miz^^^mm^m^m^m'r^ ) h(Df3:E(D^'r 

10 ntfeoT^i^. 

z.z\x\ r^sM^K^a^w^^Mfc^^o^m-r^m^j tvx 

U3-WJtUH Gelucire50/13 0&iS£> GATTEFOSSE 

30D55 0Sift«» n-A^T;i/Vttig) ] , ^^7^'J;l#3#UT-S C^-TF 
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m^WLftt&u&Mii ^tm mzsttuK (oros) >-xt-a t 
rmm&zwz&niz&QWWLmznzf&j&m (Mtit&m.j&M) j turn 

v vets jb b re ifi -d Tfrt>nz> « z. <D$mm 4> © © #mni5£ 

s#:m^±{-7K, <s»r;V3— ;w (M, y^/-;k x^y— ^<z>ji^ 
(M> hpc-sl > kHn+e/^DW5 : ;i'tJVn-x (#U tc-5-rw, 

15 TC-5-EW&2) , jgatftfttFD^r^Dtf^-fe^D-X (M, L-HPC-32fc£) 

- 1 — m &&*.)vu-7,ue). mnm ^«Si7K^-rm/& 
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5 m^u£ i «»«~9o mm%. & £b< r* 5 fi»%~85 max, <fcD$?£L 

< « io a«%-8o mm-v&Zo 
&im$Lx\$wtitiLQ>m&* -towstpfcrau »^<\tm 50 2000^ 

nu $ £ fc$i?2; U<«i® 100 &V>b£j 1400 jam TafeS. 

ft£fc«koTft&*#» M^«3*»X~95m»X, $?Sb<«5M»~95** 
«fcDJ!fS;b<fci:10fi»S~90S»n?&5. 

ffittaoftSJaoSKk iHMUT^l 0.01 «*%~^J 500 Mm $?£b<te 

o. i s*m$ 300 am $e,jc$F^b<«^j i m**-H&2oo«*r«£o 

25 gfc, IfcttBOJBIfffck ffi lfim~ffi 10mm. b< ttift 5^m~^J 5mm 

o 
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>^#tc«t V"-3--r>r >ittZ H - 

^^Wfrfbacax-T^ls #'JVM-h #iJVM-h 80 

20 , #t:h*>, mmmm.. 59ujns»th'j^, v;nf^>xxx;w hn^ 

jET?©»a»cffi^-r*Bitt ph (09*. ft, phi~3) tz&vtz&mm&tonowft 
m-?z>mk&~W7)\'*jv& pH5~8) jc^v^T^afint^si^^ui^ 
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(AHJMt, A° F;KZ)HPi£ifc 50rpnu 37*0 fc&V>T, 15 ttmz&tf 

2) 0*H^^^<om2^ 900 mL Sffl^fc0**»*»ttittlfcj*)B2fe 
5 (A°F;W£, AK;HZ>HPtte$C 50 rpm, 37*0 K43^T, IS^M^ 24 ftMftfcfe 



^*D^^x s plf;^^;^D-x^ss^^n§m7K'^4li^^^w•r^^^ (b) (d 

2fc^^©^m^lPm^tbT^ (l)(+)-6-(7-t h*D^>-6,7->?k HD- 
25 5H-t?0 0[l,2-cKsy\A- ;l/-7— f JW-N-pWl^-^X^ 5 Ffcb 




(D-A 
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5 ^bU^A, <W#S*^**<fct^«»*tHD^r$/^ r nli;W-fe^D--X^ 

*3\>Hz;nn— x, ■ft)Vi£*zs*?-)V±.)VT3— x, *;v#^^^^;i/-fe;WD— x 

20 0JtSf$l^WW*bV^#:^Ji:UT^tfe>n^)o (A) (1) (+)-6-(7-k Fo 

3^>-6, 7-S?k Hn-5H-tf DD [1, 2-c]^5^/-JH-f;W-N-^^-2-t7^ 
5 Ft>U<^<35^cfctX(2)k HP^^^Dk^-kJl/n-x, th'n^n 
k;p^^;nr;i/n— x> *^;i/-k;i/a-x, #'jxfi/>t^>F, *;v^-> 

25 Mttn&ffi7k&mftT&'$mVTi3:2>m&. (B)(l)t^P-X7tf-F7^l/ 
— K tFD^DWM^t^D-Xy^U-F, bFD+'>^fM;i/ 
p— XTir^- MJ-^V*— h&J;**;*^ 'JjHSn^iJ-?- ft>££tfn&Mtt 
3-f^>m (2)^f7U>»"7^*>!>A, X^7U>K*;W>^A, * 
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\t. kh> *3/, <^r> ^ -f** D-M -vv^ yyhm. #tkh 

) i^tT^ClPtW-t^f, ^KX^n-T H C 17>20 U7-i?*fi 

mm) izmn^-r^>m^(D- aato ^m^mmommtv 

X, MIS, m 0.001 te^b&J 500mg/kg $F£L<fcfc* $J 0.1 fcV>b*9 

40mg/kg-ffc«, 3 Sb< te> ^ 0. 5 &V*bm0ing/kgteMX&&o 

fr£„ ^J^^4MMkhT^5l^ ±iB.b££Si£te«»St 1 mSSBKifcfb 

, #ffflm^«ro.oi~iooa»^ffl^n^cfc^ 0 
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io n^>o 

25 ^*»#tt£3S-r'b©T?*tK JWfcWfcfct, 37^) 

0. lmg/mL £Ui* #?S; L < 0. 5mg/mL .kUh, «fc K)& £ b < te&J lmg/mL JSUi© 

fc©-e&£ 0 

^tB®iw^(c^^n^^a?gtt%s<i:i^-©#iK> ip^> ±iabfcsc(i)- 
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mm-rzwt®. ph (m^.^ phi~3) iz&tfz&Mm&Mnowmm&fimmz 

5 ~3!7;i/#im (09*.^ pH5~8) t^^T^aS^M©^tB^SB#r^ic$ 

^m^^-a-T^^^Bj(Dii^% cot, r^Hjo^^tuMm^j £ 

1) B*l^iWCDllt 900 mL SrfflV^cB*:^^ffi^^2fe 
(A°F;W£, A° hVKDlEPlteiC 50 rpm, 37°C) \Z^X, t&mfflPii 15 ftmz&tf 

2) S^^^^©^2^ 900 mL £fflt^c B^H^jgttlKift^ 2 
20 (A"F;W£, A o F;KDIU^50 rpnu 37<C) fc&l^T, U.^Mt^ 24 B#^^*5 

0FS;l/<fflV>SIl£j&*Tr€r*a*, WAH L-100, S-100, FS ( 
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skT\z, &mws vtMM* m&M&&zsmmm*mtfT*%w&&*)M t fcmz 

fc H P 3r >-6, l-V t H P-5H- tf □ n [1 , 2-c] -f 5 9V—)V-l-4 M -N-* ^;l/-2- 
J*$£0i!l 

fb^$j A, d-t>- 1 — ;k <£g^mkHn^->yntf;i/-fe;i/P-x(L-HPC- 

15 11), t KD+->^U tf;l/-fe;i/P"X(HPC-L), 7t7U>^^v"?A, tF 
U^ris^U&l^frlDVU—Ts 2910 (TC-5), 3j?iJXfV>^U3-^ 8000, 

UT lOOmg^b^A^WTSIfi^ 10mm ©3^^ Ofc«SK!ll) £#fco 
{b-&4& A 100 mg 

20 D-x'>- I — ;i> 133.5 mg 

Itigk Hn+>'^Dt!M;VD-^ 42 mg 

bFP^y^DkVUzjl/D-^ 6.5 mg 

^t7U>1-7^'>^A 3 mg 

h KU^^O^V^^M^n— X 2910 10.416 mg 
25 ^UX^W>^U P — ;i/ 8000 2. 1 mg 

M^^> 1.4 mg 

0.084 mg 

1 

\\&m A Itl 3. 2 g, b Hn^^^Dtf^^^^l/P— X(TC-5M¥)^J 6.4 g & 
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<kt£X^7U >Wt^^^K7Am 96 mg *tfr;fe»&U m 303 mg 
, *T^JE2.5 t on/cm 2 Tit g 9mm, 7. 5R (DMmzmfeVfz (MM I) . 

fb-&^A^3.2 g, #'JIfl/>tWF5j?UT- OtfU^y^XCOAG) ^ 
5 1.28 g, '#yifl/>^'j3-;V (PEG6000) #9 5.12 g^^TT'J^i' 
*5^A*$J 96 mg <&tfr*iB-B"U $J 303 mg ^§^11, fl&JE 2.5 ton/cm 2 
TS&9mnu 7. 5R ©jgtttefrtfebfc (SEW 2) . 
3 

fl?&4& A|?i3.2 g, t Hn^->^Dtf;i/^^;Hz;i/D-x Uhn-X 90SH- 

10 4000) m 1.28 g, #UXfl/>^Un-JV (PEG6000) 5.12 g fc.fctfX^T 
?* 9 sVbM 96 mg £$fr*ig^U 33 303 mg ^^ffll,, tffi&E 
2.5 ton/cm 2 9 mm, 7. 5R <£>7gMfcfc£T$|bfc ($180 3) . 

v&m i *«fct^n«fi« i~3 t?#enfc^j©3-f^ yyttvxTo <fc -5 

15 ILL 

SISIbKtt 236 g ^pJM^JtLT#UX5 : -l/>^Un-;V 6000 4 g, JfcV* 
T#'JVM-h 80*#&1.4 gM^, m^JT^^^;^^J12 g <£±§— 

Eudragit) L-30D-55 GSifi*) £3$ 144 gSfctHU 3-f>f>^Silfe. ^ 
20 T% ±fB»SaW«Ml~4T?#6nfc^!l^'PViT, /Vf3*-*- (FREUND *fc 
SL HCT-MINI) £JBV^ m^Umm 70^, F^AHnigfgt 30rpm, X^P— JESfo 
0.1 MPa, 3— 5V >^A1^ 1.8 g/min ©&#T> 300 g Oft&ffl 

^L3-r^ >^»il/Tfi 99 g, iiliLTiU 15 g 1 fif|Bd>^Ta 

25 ©TOO, 3— ^^>^^ftBSRl^®&««^T^SC:tS56igUfc. 
JtfeSlSIl : 4.198 g -* 4.543 g (84SJ4) 
St #J 1 : 4.265 g — 4.547 g («BW5) 
St #J 2 : 4.213 g — 4.529 g ($5^6) 
St #J 3 : 4.225 g 4.530 g (SU#J7) 
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»i©PIM^^T^ «fc o fcfro fe„ 

fflf«7K*9 1128 mL KHSBiftftt HD+^OtfjVt^n-X (L-HPC-32W) £ 

5 ^ 19. 2 g^in^ifcm, k Hn^->yatf;nr;i/n— x (hpc-sl) #?ji9.2 g&m 

mftmi>tc* #6n&#u^-4MR«icfls'&«A&*9i2o g^-^m^n- 

f^^bL MS^<i:bT-fe;i/^^TCP-305 ^j72 gfc:2#U ±IBTW84 
Vtz.^m A#t3-f^>»3-T^>^ii (SPIR-A-FLOW) £/8WT 
15 1126 g S3-f^f >?fVtio 3— ^ >Zf$kmt, INLET Sfg&JKl 60*0, X 
10 ^l/-J£^i 1 kgf/cm\ exhaust air 100, BED JBE£:$*J 250 mmHg, ^ 
— HHB*&#SI 300 rpnu X:/W-&AiIS£^ 2~8g/#\ I/-&g£TS&<h 
bfco 3— >^*f^»T« lOOOMm ©Mil, SafibfcSafit&Sfc 500 
Mm <D^TliiibTl^±^tD^:»i(c:^^TlHliRL, $J 24 mm 40 , C«£ft 

^bfeo KjRftft&nxtiHfi: mmmmi) ©*««*<n70gT, it&mkvis 

15 a»lgti[0*5J44.8a«l5T?*ofc. 

y 388. 8 g tttmiMfi 43. 2 mL t (DUmz ^!>®h>J X^;i/£^ 

3 g mm&* MymmftT-v&zJr^ h s-ioo 30 g # 
20 snfcsRuv-s^M^ft 15 g m—teftn2itzi—7'>(>ifm£.vito 

1 T#^nfcft^ A ttlt (##§334 1) » 70 g fc*fU ±fBTS§ 
Mbfc^TK-teiSI^^Wn-^^ >^Jfc£3~7^ (SPIR-A-FLOW) £ 

JHVvr*9 331 gSn-T^^bfc. 3-r->f INLET MSSr^ 40*C 

, X:7V— JEE&#5 1 kgf/cm\ exhaust air 100, BED J£*ffi 250 mmHg, □ 
25 —?-m%R$k*m 150 rpnu X^l/-aAlS$l!) 2~3g X:/L— 

TgPibfeo 3— x-f >^«lf^5»T^ 1000Mm©tff , rfSiab, Mb/tW^M 
\Z 500Mm <0«T?tfflR&bTlt±fc:SofclS«[^O^TIlIJRb, & 24 ftffl 40*CT 
<6fl^#&nfciS3& («»J8) ©litt^l 97 g T% &<Mr£Stt 
»±<D&J 32. 8 mftXTfeo fee 
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mmm 6 

X.?/—)im 388.8 g tmm7m 43. 2 mL i©g^lC^X>t h "J X^Jl/^l!] 
3 gmmW:. ^7jctt^?Tfe^^--f h L-100.£if§ 30g^bfe o #6. 

5 ft&#U^— fcttK^^&ilS 15g*%— fc^m^itn-TV >^Stbt ## 

^jiT#e>n^b^A^-w»i miogiztti; ±mT*mnvtz: 

WLTkWL-mft^isft^-^j >fm3tzi-7-4 >^mm (spir-a-flow) zm^x 

&J331 g£n-5V >^bfco n-5V>^#te, INLET MM^iWH 40'C, 
I/— JE^^ lkgf/cm 2 , exhaust air 85-97, BED 250 mmHg, n— ^ — 

10 |9«&&tt 150 rpm, X:/l/-&A3§^£i& 2-3 g/fl\ X?U-tiLW&TB£ 
bfeo 3— >2fSMm7& 1000 Atm ©fflfTffifiiU MUfcSf^HK: 500 
Aim Ol(fT^UTtt±fc»o«:»lliK:^ViTIiIiRb, $J 24 mm 40*CTJ*2&K" 

^b^o ^^#e»nfe^m (^J9) (Dmmimm gx\ mm^m^mm.<D 

15 33. 5li«l?^o/: 0 
15 f&»J7 

HiSM5cfei;tK6T#e.n^3|&fc:oViT, A 100 

mg t^*J;5t##ieBll/ffiW8/««l9©ia^it* 1/6/3 (Yb^A«tbT 
) t^i^llg^b, l^^;H:itAl/, «saio*#fc. 

20 ^Jfi^5*«fcr^6Tf#&nfc«Hiat^ViT, fb£-%A^&&*50 mgt&Sck'S 
fc»3W8/«S!l9C!>ig£tt§ 3/1 (ft^ftAltUT) \ZU&1>. 3 

SIMM 9 

a m 3 g, t HD^r^>^nt!;i/^^;nr;i/P— x ha— X 60sh- 

25 4000) 600 rag, ^'JXfl/^'Jn-^ (PEG6000) 3. 3 g> 2?X>i£*Sj 
1.5 g, ^>nl — )Vmm mg&£.ZSX : r7V>Wt'?lf*i'V&ffi90 mg *t»5fc 
®-&U ^tJ 303 mg^oSMU *T^JE2.5 ton/cm 2 TfSg 9 mm, 7. 5R Ofl^R 

1 0 
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mmykm 147 g \z^smmthx^^ x^i/>^u 6000 *m 2.5 g, # 

^T#'JVM-h 80 £if§0.9 gMN£> ?&raJT$>^>^;i/^ltI 7.5 g *J%— 

5 (Eudragit) L-30D-55 90 g^iDb, 3-f>f>^Silfc. #CV> 

2\Z^>^T, A>T3— ^— (FREUND £bSL HCT-MINI) J&^t 
M^I 7<rC, F7^@fit 30 rpnu 7>;/l/— JE&J 0.1 MPa, r3-5V >#m£ 
A&mmi.& g/min©^#T, £-frif& 300 g bra— 5V >^*t bT 

*9 80 g, HfiiUT^ 12.2 g 44 #jWT3 — 5V >^bfc 0 n— 5V 

io >^jftf^K«fc* io mftoMmmm*. m 3.047 gd>&^ 3.289 g k&d, n— 
mmm 1 1 

mmym si g CTmaj£LT^x>mhux^£$j 3.6 g 

7^U l/-h35j?U7-©*j|jire*5t'f h (Eudragit) RL-30D m 

*5J;^rs-3od osa*) &-wen*?i3o gg&inu n-f^^itb 

fee SSStfl 2 lCOV>T, /Vf3— ^ — (FREUND ^fc^, HCT-MINI) 

l&mmS^ 50X3, H^AISIteSfc 30 rpnu X^lz-ffi^ 0.1 MPa, 3-5V 
20 ytfW&Xmmffi l. 8 g/min 300 g ©^J^Un-f^ >>f 

W.hVXm 60 g, iMiLTl) 10.8 g $15 33 5r«iltT3- 5V >^Lfco 

5V >^f^i'<fcs io $g#<z>Mii;&nteu *u 3.042 g^e>*& 3.228 g \ztz 

o 

25 ##M 2 

J|«M7Kmil76 mL^V>Xh-;P^^7.2 gjgfl?& tFD^>yDt!M^D 

-x(hpc-su^i9.2 g£sajn#«u -(gamstiHn^^yntr^-fe^n-xa- 

hpc-32w)$^i9.2 giMitfc. #e>nfe^U^-^«S:^^b^A^i20 g 
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i5— KLSHRSitn— ■x-f >^*tbfc. Stfc'f-t bTt^7^ TCP-507&J72 gfc 

(SPIR-A-FLOW) £flH*T$1174 g£n— 5V >7/bfc 0 >^#te* 
inletit^£if$60 < Cx X"7>— JE£3$lkgf/cm\ exhaust airg^lOO, BEDffi^^J 
5 250 mmHg, P — ^— HMEgc&ftlOO rpnu X:7V— &A5I^£$J2~8g/#\ XX> 
-tl^TM^itfc, n-T-^>^^rmil80Min©itT.^b, Si&b 

tz.my& m^mn\2) ©a»^i9o g^, ^%A(D^»«^fe©^49fiaxT$> 

•otco 
10 ###J3 

M§Sbfcif$607. 2 mL{CT>nh-;P^6.6 gig#m> \iYu^y^U\±)V^)V 
-fe;VD-X(TC-5-EW)^17.6 g^iP^ffb, f£B£Mh H U^-is^U ¥)V±.)VU 
-X(L-HPC-32W)£*517.6 g^Jn^bfco U ^-$M*ttfc*fr&*&A* 

15 15110 g^-te#«3ttn-7V>^»i£bfc. iSft LT-fe;l/^^ TCP-507^) 
72 gfc&U ±i2-C«»Ufc^«lA^t3-f^ >^«t*<E»SKtt»3-^W > 
(SPIR-A-FLOW) SfflV>TJKl725 g*P— 5^ V^bfc. 3-f-f>^*fl 1 tt 
, inletfi^SriWC, 77>- JE£&Jlkgf/cm 2 , exhaust airS^lOO, BEDJ3E£ 
15300 mmHg, D-^-m^^^lOO rpnu X:/ I/— &A5tS£ii$8 g/#\ X7l^ 

20 H£B£TM9:££b;fc„ P — 5V >^*ftf^»T^1180/im©fff-efflf3ab, lit 
fcMfc£:EK:710 MmCDfST^bT^^ofcli&^^ViTlEliRbfeo #£>n 

• 25 #jfia*i&619.5 mLICJiSa*fe^P-X(PH101)S^j6.6 g8s2JH#ffc^ kHa + -> 

yptf;i/^^;i/-k;i/P-x(TC-5-EW)^i7.6 g*s*in$Hifcu f&ffl&St kp^v 
^p tf;i/ir;VD— x (L-HPC-32W) £H$17. 6 gjfebnSHKU £ SfceKfcfcKdM'BK 

rxD^wwi g^ja^-mbfco #e>nfc#u v-#m^cfc^>A&?®iio 

gi^-iC^m^-B-P-^f >^$ft£bfc. »±^£bT-fe;l/X^yCP-507i?$72 g\Z 
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(SPIR-A-FL0W)£ffl^T&j739 g&3— 5V >^bfco 3— tV inlet 
m^SSlWC, XTV— JE&&J1 kgf/cnr\ exhaust airg^lOO, BEDJ££$J300 
mmHg, D — ^ — HHB8fc£#U100 rpm, X^V— ftA3£ffi**98g/^ X^l/- &fi 

(##S5W4) ©S*te&J200 gT&ofc. 
HiM 12 

10 X^y-;V^J763.4 g£»8fc>!K*984.8 mLiOS^i-^X>m h 'JX^ftftB. 9 
gmB'&* **^f H7*y bS-100^^j44.2 g, ^--f F7^y M,-100£$J14. 7 g^n 

15 (SPIR-A-FLOW)^fflViTi^J900 g£n — ?V >tfl>f£o 3— tV >^#tt, inlet 
aUt«»40'C, X:/!/— J££$J1 kgf/cm\ exhaust air S ^100\ BED£E£&>290 
mmHg, n— ^— EHeR&ttlOO rpm, X^l/— SA?iS^4~5 g/3\ X^l/— 

fcgi&£Hfc85o#m©frm»b^ #e»n 
20 tzfflb mmi 5) ©m«^237 g x\ mm^m\tmwmzmm%^^>-otz.o 
mmm 1 3 

mmmi 2t#&nfcitno^T> ^-a-t/A-g-a^so mg £&&j;-5&;:»j 
snwn 1 4 

X*/— ;M8285.8 gt»«**531.8 mLt(DiS^^^X>mhUX^^2. 
2 g#flpgk ^--T hS-1 00**916. 5 g. ^ K-100S8J5.5 g^- 



WO 2004/082679 



PCT/JP2004/003488 



50 

»(SPIR-A-FL0W)£JB g£a— ; T4>tfV1t. 3 — 5V in 
letjaSSraWC, 7,ZfV— j££$U kgf/cm 2 , exhaust airS^100> BEDJBES&J3 
00 mmHg, D-^-mfe^^^lOO rpnu &A5ig£$J4~5 g/£\ 7d 

j®Lfc$i!|&£Hfc850#m(Dgrei^^ # 

fee 

HSE0»J 1 5 

X^/—;V$J 285.8 g 31. 8 mL t^X>th'JXf 

2.2 g rt-f H7*9 h S-100 16.5 g, Hr-i Y=7*rV h L-100 

5.5 g ^-n^n^bfeo #&ftfc#UV-*«fc^;^&» 11.0 g i^-(C7> 

15 4) 70 g fc**U ±aBTW»bfc*4^?fP*3-5 i ^>^**IE»«»JB3 
>^SB(SPIR-A-FL0W)*ffl^T#9 370 g £n— -tV >tfVfr, 3— tV 
inlet MS£fctJ 40*C> X?V— JE£$J 1 kgf/cm\ exhaust air @ 
fg 100, BEDffi£^ 300 mmHg, D— mggc&*Sj 100 rpnu X^k-ftASS 
^4~5g/^, X-JU-tiLm&T&M-fitVrc. a-^-f >^i*fPJl*T«1400 
20 wm 0»T?IfiSU ®jfil/fclSSt*5efc 850Mm ©frrfS^LTfigifc^fc^ 
*fcKi:3V>TlaIJRb&. *§&nfcSgtfc GH3.il 8) 85 g t> mm^m 

tem%L<Dffi 32 

mmm 1 

25 10 kg) fcMP&#U *r<D'&(D4t&W A CM'fiS^^l^. J£t££b 



WO 2004/082679 



PCT/JP2004/003488 



51 

mmw 2 

mmM4x^^nrcn-7-^ >#im ($^J5~7) £t?-^;i/* m. #a 

i!M7T#snfc*^t;^J (Kail o) §tf-^;i/^ (*t io kg 

10 td^fo 

©jfii"=f»iM«fitttt*«#5nfc 0 

£Uft0!f4 

15 g) fcisn&^u ^<D&<Dfc&®h<DMm*mmw&&m'<rco ^m^m 

Hlfc0IJ5 

20 ^Jfi^l 0^«ktXl lT^&nfcn-^-f (»5W1 3, 14). ^H- 

(«L 10 kg) KlJ£Pi8:#U ^©^©fb^%A©«*aS^ 

25 



WO 2004/082679 



52 



PCT/JP2004/003488 



*mwiz&nu, sk^mmnmmmmz&mistLtc, xtd^h c I7i20 ut 
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1. 5fc : 
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(A°F;W£, A H;P©IhME»: 50 rpuu 371:) \Z^X, ummte is fr&tz&vt 
^^mMm^ti^^©^S^^K^fflW40%^Ta5§, 
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>> ^yRtK^Tir^Wb^y^U-feU h\ #Ux?l/>^U3-Jl/, Matrix- 

io. ^7K«i^^©^fi^3fi»%~^j95aM%-eab§> 
20 ii. «M»^©iSf^]&*pHft#M*fc«»»a^©*»»tt&^*r, «r*3« 
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15 -x, mm. D-T>-h-;k m/ap-x> f^xhux t^a 
20 >, ^y^^T-fe^Kb^y^u-feU h% 3j?ux?i/>^U3-;K ^atri/ 

2 3. 

(A) (1) (+)-6-(7-t FP^y-6,7-^t Fo-5H-b°DD [1, 2-c]-T 5^/- ;V-7— f 
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WO 2004/082679 PCT/JP2004/003488 

58 . 

(B) (Dt;i/D-X7tr-h7^l/-h, t Hn+^Dlf;^^t;Vn-7 



WO 2004/082679 PCT/JP2004/003488 

1/6 




0 4 8 12 16 20 24 



WO 2004/082679 



PCT/JP2004/003488 



2/6 




0 4 8 12 16 20 24 



WO 2004/082679 



PCT/JP2004/003488 



3/6 




WO 2004/082679 



4/6 



PCT/JP2004/003488 




WO 2004/082679 



5/6 



PCT/JP2004/003488 




0 4 8 12 

ft-£fcB#IW<B*NI) 



WO 2004/082679 



6/6 



PCT/JP2004/003488 




INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/003488 



A CLASSIFICATION OF SUBJECT MATTER 

int. CI 7 A61K31/4188, 47/38, 47/34, 47/32, 47/36, 47/12, 47/14, 
A61P35/00 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI 7 A61K31/4188, 47/38, 47/34, 47/32, 47/36, 47/12, 47/14, 
A61P35/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WPI (DIALOG), BIOSIS (DIALOG) , CAS (STN) , MEDLINE 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 



WO 02/040484 A2 (TAKEDA CHEMICAL INDUSTRIES, 
LTD.), 

23 May, 2002 (23.05.02), 

& AU 2002014296 A & JP 2003-201282 A 

& EP 1334106 A & BR 2001015306 A 

& NO 2003002234 A & US 2004/033935 Al 



I I Further documents are listed in the continuation of Box C. 



I I See patent family annex. 



Special categories of cited documents: * f T* 
document defining the general state of the art which is not considered 
to be of particular relevance 

earlier application or patent but published on or after the international "X" 
riling date 

document which may throw doubts on priority claim(s) or which is 

cited to establish the publication date of another citation or other "y" 

special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the international filing date but later than 

the priority date claimed "&" 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
16 June, 2004 (16.06.04) 


Date of mailing of the international search report 
27 July, 2004 (27.07.04) 


Name and mailing address of the ISA/ 

Japanese Patent Office 

FacsimileNo. 


Authorized officer 
Telephone No. 



Form PCT/ISA/210 (second sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/003488 



Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. | — | Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3 - CZ1 Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box No. Ill Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

A matter common to claims 1-23 is to contain an ingredient represented by 
the general formula (I) -A (hereinafter referred to as ingredient (1) ) . This 
ingredient , however , is shown in the document cited in "Notice of Results 
of Partial International Search." 

Furthermore, a matter common to many claims including claim 1 is to contain 
the ingredient (1) and a hydrophilic polymer (hereinafter referred to as 
ingredient (2)). However, this point also is shown in the document cited 
in "Notice of Results of Partial International Search." (With respect to 
that hydroxypropyl methyl cellulose, which is a hydrophilic polymer, can be 
(continued to extra sheet) 

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2 - CU As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 

any additional fee. 

3 - EH As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 * DD No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
Claim 1 

Remark on Protest □ j^q additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP2004/003488 



Continuation of Box No, III of continuation of first sheet (2) 

incorporated, see the document, page 40) . Moreover, to coat such a 
pharmaceutical preparation with an enteric coating, etc. is also described 
in the document. 

In view of the above, none of to contain the ingredient (1) , to contain 
the ingredient (1) and the ingredient (2), and to coat is a "special 
technical feature" in the meaning of PCT Regulations. 

Consequently, claims 1-23 do not comply with the requirement of unity 
of invention. 

Therefore, claims 1-23 are considered to involve the following groups 
of inventions. 

(1) Claim 1 

(2) Claim 2 

(3) Claim 5 

(4) Claims 7 and 23 

(5) Claim 13 

(6) Claim 13 (part) 

(7) Claim 15. (part) 

(8) Claim 15 (part) 

(9) Claim 22 



Form PCT/ISA/210 (extra sheet) (January 2004) 



'I 



PCT/JP2004/00 348 8 



Int. CI' A61K3 1/4 1 88, 4 7/3 8, 4 7/3 4, 4 7/3 2, 47/3 6, 47/1 2, 4 7/ 
14. A 6 1 P 3 5/0 0 



ra**?ofc*/MR#|s|- (BBftfftMK (IPC)) 
Int. CT A61K3 1/4 1 8 8, 4 7/3 8, 4 7/3 4, 4 7/3 2, 4 7/3 6, 4 7/1 2, 4 7/ 
14. A6 1 P 3 5/0 0 



WP I (D I ALOG) s B I OS I S (D I ALOG) , CAS (STN) , MEDLINE 



X 



WO 02/040484 A2 (TAKEDA CHEMICAL INDUSTRIES, LTD.) 
2002. 05. 23 

& AU 2002014296 A & JP 2003-201282 A & EP 1334106 A 

& BR 2001015306 A & NO 2003002234 A & US 2004/033935 Al 



(38**#i-) 



<z>$<D®\c4km2i%tzxm 

rxj wc§Bg©*>*:sci*T»*>o-c, Mn*£*iw>*-e3sw 

. ±oTJKMfc8*fcv^#*.&*i,a t>© 
r&j /<fvh7r 5 y— XWt 



BlESrfcT bfc B 



16. 06. 2004 



BHtflSff&roSBiSB 27' 7 2004 



BI8PBE»H©**3W**>"C5fc 

B*B#fffJt ( 1 SA/J P) 
SH!#-£- 100-8915 
JlCMW 1 ft B E»S HHT @ 4 # 3 * 



4C 



9 0 5 0 



WS#» 03-3581-1101 rt^l 3 4 5 2 



^SPCT/lSA/2 10 (12^) (2004¥l^) 



mmm&^ PCT/JP2004/003488 



^nffl ff#©85Bi©— 8gg>M5fc#Trftftv^goilc.H. (Ii^Q2(D^§) 



$18^39 (PCTl 7^(2)(a)) ©&5gK£»3, ^©H^RifiSS'&te&oSSK: J: 5fg*w$5fflro-gB^ov^^ 



3 . □ m&Ofm «s ^JR»*»f5BBt?feot P C T3WU6. 4(a) ©I 2a:Xtf» 3 



tot, ffi*©«&EE 1 ~ 2 3 ft, UTV^*v\ 
©fSfflfcoVvtffcfcUfc. 

3. □ mmAi>^m^mm^mn^~no^^mm\h\zm^vtj:i)^it(DX\ r©aras#^«> whom 



iiJp|l3lE«»©JWI©*Sc-ClcHi-*ft« 



fSPCT/ISA/2 10 (f 1^©« (2) ) (20 04^11) 



m^mm^ PCT/JP2004/00 348 8 



(1) »*o$5ffl^l* 

(2) m^<oMmm2m. 

(3) |ft*<DttHft58 

(4) H#©«SHI&73i, J&2 391 

(5) !fl#<Z>$&HJ|? 1 39 

(6) $i&rtmmi 3* (-so 

(7) m&ommmi 59 c — sb) 
<8) »*oi5ia^i5« 

(9) iit*0$§fflSfl2 29 



^CPCT/ISA/2 10 (#SU-<-^) (2004^11) 



